PRESCRIBING INFORMATION

Infanrix®

Diphtheria and
Tetanus Toxoids

and Acellular Pertussis
Vaccine Adsorbed

QESCRIPTION .
Infanrix {Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsarbed) is a sterile combination of diph-
theria and tetanus toxaids and three pertussis antigens [inactivated pertussis toxin (PT), fil hemaggly-
tinin {FHA} and pertactin {69 kiloDalton outer brane protein}] adsorbed onto alumi ide. infannixis
intended for intramuscular injection only. After shaking, the vaccine is a homogeneous white turbid suspension.
Three acellular pertussis antigens {pertussis toxin [PT), filamentous hemagglutinin [FHA] and pertactin) are iso-
lated from phase 1 Bordetella pertussis culture grown in modified Stainer-Scholte liquid medium, PT and FHA are
d from the fe tion broth by adsorptian on hydl tite gel; pertactinis d from the calls by
teat treatment and flocculation using barium chicride. These antigens are purified in successive chromatographic
steps: PT and FHA by hydrophobic, affinity and size exclusion; peniactin by lon exchangs, hydrophobic and size
m?n hsdn;ceses PT is detaified using formaldehyde and glutaraldehyde. FHA and pertactin are treated with
lehyde.
Diphtheria toxin is ¢ d by growing Corynebacterium diphtheriae in Linggoud and Fenton medium containing a
bovine extract, Tetanus toxin is produced by growing Clostndium fetani in 2 medified Latham medium. Both taxins
g[e !;dseimxiﬁed with formaldehyde, concentrated by uitrafiltration, and purified by precipitation, Sterile fiitration and
alysis.
Each antigen is individuall ] Y Each 0.5 mL dose contains, by assay, not more
than 0,625 mg aluminuee. Eack 0.5 L dose is formutated ta cantain 25 Lf diphtheria toxald, 10 Lf tetanus toxgid
{both toxoids induce at least 2 anfitoxin units/mL of serum in the guinea pig potsgyw test), 25 mcu% SL
is evaluated

dsorbed onto alumi hudrayid

25 meg FHA and 8 mog pertactin. The potency of the pertussis comp

antibody respanse ta PY, FHA and pertactin in immunized mice using an ELISA.

Each 0.5 mL dose also contains 2.5 mg 2-phenoxyathanol as a preservative, 4.5 mg sodium chloride, water for
injection and not more than 0.02% {w/V) residual formaldehyde. Thimerosal is used in the early stages of manu-
facturing and is removed by subsequent purification steps to below the analytical detection fimit, which upon
calculation is <1 ng mercury/dose. Does not contain thimerosal as a preservative.

The vaccine contains polysorbate 80 {Tween 80) which is used in the production of the p i The
inactivated acellutar pertussis components contribute less than 5 endotoxin units (EU} per 0.5 mt. dose.
Diphtheria and Tetanus Toxoids adsorhed bulk for further ing use d

inactivated PT, FHA and pertactin). or with a U.S.-licensed whole-cell DTP vaccine manufactured by Connaught
Laborataries, Inc., or with DT vaccine alone. The mean length of foliow-up was 17 months, beginning 30 days after
the third dose of vaccine. The population used in the primary analysis of vaccine efficacy included 4,481 Infanrix
vaccinees, 4,348 whole-cell OTP vaccinees and 1,470 DT vaccinees. After three doses, the protective efficacy of
Infanrix against WHO-defined typical pertussis {21 days or more of paroxysmal cough with infection confirmed by
cuiture and/or serologic testing) was 84% (95% Cl: 76% to 83%) while the efficacy of the whole-cell DTP vaccine
was 36% {95% Cl: 14% to 52%). When the definition of pertussis was expanded to include clinically milder dis-
ease with respect to type and duration of cough, with infection confirmed by culture and/er serologic testing, the
efficacy of infanrix was cakulated to be 71% {35% Cl: 60% 1o 78%) against >7 days of any cough and 73% (95%
Cl: 63% to 80%) against 214 days of any cough. A tonger follow-up of the [talian trial showed that after three
doses, the absolute efficacy of infanrix remained high against WHO-defined pertussis at 78% (95% Ci: 62% to
87%} in children whose average age.was then 33 months (20-39 months},'s
A prospective, blinded efficacy trial was also din y employing a hold contact study design.
tn preparation for this study, three doses of Infanrix {Diphtheria and Tetanus Toxoids and Acellular Pertussis
Vaccine Adsorbed) were administered at 3, 4 and 5 manths of age to more than 22,000 children living in six areas
of Germany in a large safety and immunogenicity trial. Infants who did not participate in this trial could have
received whole-celi DTP vaccine | d by Behringwerke A.G., G y) or U1 vaceine, Pediatricians were
asked to monitor households with a first potential case (index case) of typical pertussis which was identified by
P p to a physician. Households were enrolied in the study if there was at least one other
household member fa household contact} B to 47 months of age. Prospective follow-up of household contacts of
index cases for the incidence and progression of p is was [ d by a separate physician who was blind-
ed 1o the vaccination status of the household. Caloulation of vaccine efficacy was based on attack rates of
pertussis in household contacts classified by vaccination status. Of the 173 unvaccinated household contacts,
95 developed WHO-defined pertussis {21 days or more of paroxysmal cough with infection canfinmed by culture
and/or serologic testingl, as compared to 7 of 112 contacts vaccinated with /nfanvix and 1 of 75 contacts vacci-
nated with whole-cell DTP vactine. The protective efficacy of Infanrix was calculated to be 83% {95% Cl: 77% to
95%), with no indication of waning of protection up until the time of the booster. The pratective efficacy of the
whole-cell DTP vaccine was calculated to be 98% (95% Cl: 83% to 100%). The average age of Infanvixvaccinees
at the ime of follow-up in this trial was 13 months trange 6-25 months). When the definition of pertussis was
expanded to include clinically milder disease, with infection confimed by culture and/or serologic testing, the effi-
cacy of infanrix against 27 days of any cough was 67% {95% Cl: 52% to 78%) and against 7 days of paroxysmal
cough was 81% {95% Cl: 88% to 83%). The corresponding efficacy rates of infanrix against 214 days of any cough
or paroxysmal cough were 73% (35% Cl: 53% to 82%} and 84% (35% Ck 71% to 91%), respectively.
Immune Response to Infanrix Administered as a Three-Dose Primary Series
The immune responses to each of the three pertussis antigens contained in Mfanrix were evaluated in sera
abtained 1 month after the third dose of vaccine in each of thiee studies {schedule of administration: 2, 4 and
6 months of age in the ltalian efficacy study and one U.S. study; 3, 4 and 5 months of age in the German efficacy
study). One month after the third dose of Infanvix, the response rates to each pertussis antigen were simitar in all
three studies. Thus, although a i lata of ion for is has not been established, the anti-
responses to these three pertussis antigens PT, FHA and pertactin) in a U.S. population were similar to those
achieved in two populations in which efficacy of Infanrixwas demonstrated.
Immune Response to Simul Administered Vactines
In a small clinical trial in the United States, /nfanrix was given simultaneously. at separate sites, with hepatitis 8
vaccine, Haemophilus influenzae type b vaccine (Hib) and pofiovirus vaccine live oral (OPV), at 2, 4 and 6 months of age.
9ne month after the third dose of hepatitis 8 vactine given simultaneously with Infanrix, 100% of infants

are poduced by Chiron
Behring GmbH & Co, Marburg, Germany. The aceliular pertussis antigens are manufactured by SmithKline Beech
Biologicals S.A., Rixensart, Belgium. Formulation, filling, testing, packaging and release of the vaccine are
conducted by SmithKline Beecham Bialogicals S.A.
CLINICAL PHARMACOLOGY
Simultaneous immunization against diphtheria, tetanus and pertussis during infancy and childhoed using a con-
ventiona! whole-cell DTP vaccine has been a routine practice in the United States since the late 1940s. It has played
a maijor role in markedly reducing the incidence of, and deaths from, each of these diseases.

Diphtheria
Diphtheria is primarily a localized and lized intoxication caused by diphtheria toxin, an liutar protein
bafite of toxigenic strains of C ium diphtheniae. While the incidence of diphtheria in the United
States has decreased from over 200,000 cases reported in 1921," before the general use of diphtheria toxoid, to
only 30 cases of respiratory diphtheria reparted from 1983 to 19932 the ratio of fatalities to attack rate has
remained constant at about 5% to 10%. The highest case fatality rates are in the very young and in the elderly.
Diphtheria remains a serious disease in some areas of the world as evidenced by the recent outbreak in the former
Soviet Union? Protection against disease is due to the devel of fizi bodies fo the diphtheri
toxin. Following adequate immunization with diphtheria toxoid, it is thought that protection lasts for at feast
10 years.! Serum antitoxin levels of at least 0.01 antitaxin units per mL are generally regarded as protective.{ This
significantly reduces both the risk of developing diphtheria and the severity of clinical rllness, immunization with
diphtheria toxoid does not, however, eliminate carriage of C. diphtheriae in the pharynx or nose of on the skin.!
Efficacy of the diphtheria toxoid used in Infanrix (Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine
Adsorbed) was determined on the basis of immunogenicity studies, with a comparison to a serological I
of protection (0.01 antitoxin units/ml} established by the Panel an Review of Bacterial Vaccines and Toxoids4 A
Vero cell toxin neutralizing test confirmed the abifity of infant sera (N=45), obtained 1 month after the primary
course, to neutralize diphtheria toxin. Protective titers {20.01 antitaxin units/mL of serum) were achieved in 100%
of the sera tested.
Tetanus )
Tetanus is an intoxi d primarily by ¢ Y caused by a potent exotoxin released
by Clostridium tetani. The incidence of tetanus in the United States has dropped dramatically with the routine use
of tetanus toxoid to a record low of 45 cases in 1992.2 Tetanus in the U.S, is primarily a disease of oider aduits.

far dvofi

antiH ibodies 210 mit/mL {N-641. Ninety percent of infants who received Hib simultaneousty
with infanrix achieved anti-PAP antibodies 21 meg/mL (N=72), and 96% to 100% of infants who received OPV simul-
tanesusly with /nfanrix showed protective neutraling antibody to pofiovirus types 1, 2 and 3 {N=60-61)'8
In the Italian efficacy trial, 92% of infants received hepatitis B vaccine with tha first and second dose of Infannix
Ninety-four percent of infants received OPV with the first and second dose of /nfanrix'?
INDICATIONS AND USAGE .
Infanrixis indicated for active ization against diphtheria, tetanus and p ctough) in infants
and children 6 weeks to 7 years of age {prior to seventh birthday). Because of the substantial risks of complica-
tions from pertussis disease, completion of a primary series of vaccine early in life is strongly recommended.?
Individuals 7 years of age or older shoutd nat receive this vaccine. In such individuals, Tetanus and Diph
Toxoids Adsorbed For Adult Use (Td) is preferable to use of either tetanus ar diphtheria vaccines alone,
Children who have d from culture-confinmed p is need not receive further doses of a pertussis-
containing vaccine, but should receive additional doses of Diphtheria and Tetanus Toxoids Adsorbed (DT} for pedi-
atric use to complete the series in accordance with ACIP recommendations.
Ini where the p is vaccine is indicated, Diphtheria and Tetanus Toxoids Adsorbed
{DT) for pediatric use may be substituted for each of the ining doses (see CONTRAINDICATIONS).
The decision to administer or delay vaccination because of 2 current or recent febrile illness depends on the sever-
ity of symptoms and on the etiology of the disease. All vaccines tan be administeced to persons with minor illness
SI‘JCh afzqianbea, mild upper respiratary infections with or withaut low-grade fever or other low-grade febrile
iliness.)-
Where passive protection is required, Tetanus {mmune Glohutin andfor Diphtheria Antitoxin may also be adminis-
tered at separate sites,"” -
As with any vaccine, lnfanrix may not protect 100% of individuals receiving the vaccine.
This product is not recommended for treatment of actual infections.

s o

CONTRAINDICATIONS .
Hypersensitivity to any component of the vaccine is a contraindication (see DESCRIPTION).
Itis a contraindication to use this vaccine after an immedi lactic reaction i d with a

previous dose. Because of the ¥ as to which of the vaccine might be responsible, no further

0f 99 tetanus patients with complete information reported to the Centers for Disease Control and Prevention dur-
ing 1987 and 1988, 68% were 250 years of age, while only & were <20 years of age. No cases of neonatal
tetanus were reported. Overall, the case-fatality rate was 21%. The disease continues to occur almost exclusively
among persons who are inated or inadequate} inated or whase vaccination histories are unknown ar
uncertain® . :
Spores of £. tefani are ubiquitous. Serclogical tests indicate that naturally acquired immunity to tetanus toxin does
not occur in the U.S. Thus, universal primary immunization with tetanus toxoid, with subseguent maintenance of
adequate antitoxin fevels by means of timed boosters, is necessary 1o protect all age groups.' Protection against dis-
ease is due to the devel of fizing antibodies to the tetanus toxin, Tetanus toxoid is a highly effective
antigen and 3 comgleted primary series generally induces serum antitoxin Jevels of at least 0.01 antitoxin units per
i, @ leve) which has been reported 1o be protective.* it is thought that protection persists for at least 10 years.!
Efficacy of the tetanus toxoid used in Infanrix was d ined an the basis of icity studies with a com-
parison to a serological conelate of protection (0.01 antitoxin units per mL) established by the Panel on Review of
Bacterial Vaccines and Toxoids* An in vivo mouse toxin neutralizing test confired the ability of infant sera {N=45),
obtained 1 month after the primary course, to neutralize tetanus toxin, Protective titers (20.07 antitoxin units/mL of
serum) were achieved in 100% of the sera tested,

Pertussis 7’

Pertussis {whaoping coughl is a disease of the respiratory tract caused by Bordetella pertussis. Pertussis is
highly communicable (attack rates in unimmunized household contacts of up to 90% have been reported®} and
can cayse severe disease, particularly among the very young.! Since immunization against pertussis became
widespread, the number of reparted cases and associated martality in the United States have declined from an
average annua! incidence and mortafity of 150 cases and 6 deaths per 100,000 population, respectively, in the
early 1940s, to annual reported incidences of 1.6, 2.6 and 1.8 cases per 100,000 population in 1992, 1933 and
1994, respectively.2” Precise epidemiologic data da not exist, since bacterialogical confirmation of pertussis can
be obtained in less than half of the suspected cases. Most reported illness from 8. pertussis occurs in infants and
young children in whom complications can be severe. From 1980 to 1983, of 10,749 pentussis cases reported nation-
ally in infants less than 1 year of age, 69% were hospitalized, 22% had pneumonia, 3.0% had sefzures, 0.9% had
encephalopathy and 0.6% died.? Older children and adults, in whom classic signs are often absent, may go undiag-
nosed and may serve as resenvoirs of disease.®

Routine vaccination with whale-cell DTP vaccine has signi reduced pertussis-retated morbidity and mortality.
However, garding icity of whole-cell DTP vaccine have spurred development of safer
pertussis vaccines with high efficacy. “The role of the different produced by B. p is in either the
pathogenesis of, or the immunity to, pertussis is nat well understood.

Antigenic components of B, pertussis believed to contribute to protective immunity include: pertussis toxin;
filamentous hemagglutinin; and pertactin.’®" Although the role of these antigens in providing protective immu-
ity in humans is not well understood, chinical trials which evaluated candidate aceliutar DIP vactines manu-
factured by SmithKline Beecham Biologicals supported the efficacy of three-component Infanrix (Diphtheria and
Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed).'#1

Infanrix, which contains three pertussis antigens {PT, FHA and pertactin), has been shown to be effective in pre-
venting WHO-defined pertussis in two published clinical trials when administered as a primary sedies. W4

A double-blind, randomized, placebo-controlied (DT} trial conducted in Italy, spansored by the National institutes
of Health {NIH). assessed the absolute protective efficacy of infanrix when administered at 2, 4 and 6 months of
age ™ A total of 15,601 infants were immunized with one of two tri-component aceliular OTP vaccines (containing

with diphtheria, tetanus or pertussis shouid be given, Altematively, because of the impartance of

tetanus vaccination, such individuals may be referred to an allergist for evaluation.!

fmmunization should be deferred during the course of a moderate or severe febrile ifiness or acute infection {see PRE-

CAUTIONS).112.12

Etective immunization should be deferred during an outbreak of poliomyelitis.?®

Safety data on the use of Infanrix (Diphtheria and Tetanus Toxoids and Acellufar Pertussis Vaccine Adsorbed) in

children for whom whele-cell pertussis vaceine is contraindicated are not available. Until such data are available,

it would be prudent to cansider Advisory Committee on Immunization Practices (ACIP) and American Academy of

Pediatrics {AAP) contraindications to whole-cell DTP vaccine as contraindications to /nfanrix 11820

The ACIP states that “if any of the following events occur in temporal refationship to the

further vaccination with DTP is indicated”:

1. An immediate anaphylactic reaction.

2. Encephalopathy (not due to another identifiable cause). This is defined as an acute, severe central nervous
system disorder occurring within 7 days following vaccination {with whole-celf DTP or aceliular DTP), and gen-
erally isting of major alterations in i ponsh ., § ized or focal ssizures that
persist more than a few hours, with fallure to recover within 24 haurs. Even thaugh causation by DTP vaccine
cannot be established, no sub doses of pertussis vaccine should be given.

WARNINGS

If any of the following events occur in temporal refation to receipt of whole-cell DTP or acellular DTP vaccine, the

decision to give subsequent doses of vaccine ining the p i outd be carefully considered.

There may be ci such as high incidence of pertussis, in which the potential benefits outweigh possible

risks, particularly since these events have not been proven to cause p quelae.’*® The following events

Were praviously considered jindications and are now considered precautions by the ACIP:

* Temperature of >40.5°C {105°F) within 48 hours not due to ancther identifiable cause

e Collapse or shock-fike state (hyp ic-hyporesponsi isode) within 48 hours

* Persistent, inconsolable crying lasting 23 hours, occurring within 48 hours

¢ Convulsions with or without fever occurring within 3 days

in the Walian efficacy trial, the incidence of temperature 2104°F, crying for 3 hours or more and seizures within

48 hours of vaccination was less than that faflowing administration of whole-cell DTP vaccine manufactured by

Connaught Laboratories, Inc. No hypotonic-hyp ive episodes were reported after administration of infanrix

in this rial® (see ADVERSE EVENTS—Table 7).

A committee of the Institute of Medicine ({0M) has concluded that evidence is with a causal relation-

ship between whole-cell DTP vaccine and acute neurologic illness, and under special circumstances, between

whole-cell DTP vaccine and chronic neurologic disease in the context of the National Childhoed Encephalopathy

Study {NCES} report 22 Hawever, the I0M i tuded that the evidence was i ient to indicate

ther or not whole-cell DTP vaccine increased the overall risk of chronic neurologic disease.2 While acute
phalopathy and p ic damage have not been reported in temporal association after admin-
istration of Infanrix (Diphtheria and Tetanus Toxoids and Aceliular Pertussis Vaccine Adsorbed), the data at this

time are insufficient to rule this out. X

The ACIP and the AAP recognize certain circumstances in which children with stable central nervous system dis-

orders, such as well Vled seizures or satisfactority explained single sefzures, may receive pertussis vaccine.

jon of YR,

{continued)




Infanrix® (Diphtheria and Tetanus Toxoids and Acellular P is Vaccine Adsorbed) continued

The decision to administer a pertussis-containing vaccine to such children must be made by the physician on an
individual basis, with i of aif relevant factors, and assessment of potential risks and benefits for that
individual. ACIP and AAP have issued quidelines for such children."'82 The parent or guardian should be advised
of the potential increased risk invoived {see information for the Patient).

Studies suggest that, when given whole-cell DTP vaccine, infants and children with a history of convulsions in first-
degree family members {i.e., siblings and parents) have a 2.4-fold i d risk for logic events compared
with those without such histories.™ However, the ACIP has concluded that a history of convulsions or other cen-
tral nervous system disorders in parents or siblings is not a contraindication to pertussis vaccine and that children
with such family histeries should receive pertussis vaccine ding to the ded schedule.' 71824

For children at higher risk for seizures than the general population, it may be prudent to extend the ACIP and AAP
recommendations for whole-celt DTP vaccine to /nfanrix that acetaminaphen be administered at age-appropriate
doses at the time of DTP vaccination and every 4 to 6 hours for 24 hours.* 182

Infanrix should nat be given to infants or children with any coaqulation disorder, including thrombocytopenia,
that would contraindicate intramuscular injection unless the potential benefit clearly twexg?ts the risk of admin-
istration,

PRECAUTIONS

Although a moderate or severe febrile iliness is sufficient reason to postpone vaccination, minor ilinesses such as
mild upper respiratory infections with or without low-grade fever are not contraindications, 8

Before the injection of any biological, the physician should take all reasonable precautians to prevent alfergic or
other adverse reactions, including understanding the use of the biological concemed, and the nature of the side

Irritability 363 349 288 §7.2 501 472
Drowsiness 349 1838 14 540 341 230
Loss of

Appetite 165 139 115 312 228 19
Vomiting 58 4 33 6.7 47 48
Crying

21 Hour 39 33 22 17.3 11 8.2

* Hectal temparatures.
1 For the comparison of Infanrixand whole-cell DTP vaccine, all adverse events reached statisticat significance
{p<0.007) at all doses except vomiting at doses 1 and 2, which was not statistically significant at p<0.05,

A similar reduction in adverse events was seen in a randomized, double-blind, ive trial ¢ din the
U.S. when infanrix (Diphtheria and Tetanus Toxoids and Aceliufar Pertussis Vaccine Adsorbed) was compared to
two U.S.-licensed whole-celi DTP vaccines. Adverse events ware actively solicited using standardized diaries with
follow-up telephone calls made at days 1, 4 and 8 by blinded study Table 2 i frequency
of agverse events within 3 days of the three primary immunizing doses. The incidence of redness, swelling, pain,
fever {rectal temp >101°F), fussi drowsiness and poor appetite, were lower following infanvix than fol-
lowing either whole-cell DTP vaccine.

Table 2.7 Advarse Evants (%] Qceurring Within the 3 Days Following Vaccination of U.S,
Infants with Either Infanrix or Whole-Cell DTP at 2, 4 and 6 Months of Age

effects e?nd ad\{ers_e reactims.mat may folluv./ its use. . Infanrix Whale-Calt DTP Whole-Cell DTP

Prior to lmmun'f.zanon,fﬁ\e patlebr;t‘s medical history should be reviewed. The pl:ysigiarmuuld review the galiem’s Vaccing-Lederle Vaccine-Connaught

immunization history for possible vaccine sensitivity, previous vaccination-related adverse ions and occur-

rence of any adverse-event-relatod symptoms and/or sighs, in arder to determine the ex af any contraindi D‘;“ Doz“ D?’ D‘;“ D';“ D?' D‘;“ n°;° D?‘

cation to immunization with Infanrix and to allow an assessment of benefits and risks. Epinephrine injection -

{1:1000} and other apprapriate agents used for the contro! of i iate allergic reactions must be immediatel No.ofinfants | 407 402 335 74 73 3 76 75 74

available should an acute anaphylactic reaction occur, Local

A separate sterile syringe and needle o a sterile disposable unit should be used for each individual patient to pre-

vent transmission of hepatitis or other infectious agents from one person te another. Neadles shouid be dispased Redness” 1086 194 258 M4 425 387 365 50.7 500

of properly and should not be recapped. Swelling 741 1221 175 200 60 274 03" 3y 3

Special care should be taken to prevent injection into a blood vessel. . Pain*f 27 20 15 176 151 96 38.2 173 149

Intanrix (Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed) is not contraindicated for use Systemic

in individuals with HIV infection, 725 Fever .

As with any vaccine, if administered to immunosuppressed persons, including individual S101°F8 a5t o 51 1220 82 88 ALV 81

pressive horapy. the expectod immine ooy not be obtamed® Fusiness™ | 39" 35 41 [ %7 137 68 | 21 60 81
. . Drowsiness 2631 1541 129t 514t 3420 233 G26' 280" 189

g:af':mw i zh.utllﬂedmbe inft i of the ial benefits and risks of the vaccine, and of the importance Poor Appetite | 811 77 66 EIS Y 96 B 47 5

A " P Vomiting 6.6 37 38 8.1 4.1 2.7 79 27 2.7

of completing the immunization series, It is important when a child retums for the next dose in a series that the
parent/guardian be ioned conceming of any sy and/or signs of an adverse reaction after
a previous dose of the same vaccine. The physician should inform the parents or guardians about the potential for
adverse reactions that have been temporaily iated with administration of Infanrix or other pertussis-
containing vaccines. The parents gguardians of infants and chitdren with a family history of convulsions should
be advised of the potential increased risk of seizures following DTP vaccination. In particular, they should be told,
before the child is vaccinated, to seek immediate medical eval in the unlikely event of a seizure. The adult
accompanying the recipient should be told to report severe or unusual adverse reactions to the physician or clinic
where the vaccine was administered.

The parent or quardian should be given the Vaccine Information Materials, which are required by the National
Childhood Vaccine Injury Act of 1986 to be given prior to immunization,

The U.8. Department of Health and Human Services has established a Vaccine Adverse Event Reporting System
VAERS) to accept all reports of suspecied adverse events after the administration of any vaccine, including but
not limited to the reporting of events required by the National Childtood Vaccine Injury Act of 1986.% The VAERS
toli-free number is 1-800-822-7967.

Drug ‘Inlera,cﬁons

or garding
TRATION and CLINICAL PHARMACOLOGY.

As with other intramuscular injections, infanrix should not be given to infants or children on anticoagulant therapy
unless the patential benefit clearly outweighs the risk of administration {see WARNINGS).

with other vaccines, refer ta DOSAGE AND ADMINIS-

Immunosupp includi i kylating agents, cytotoxic drugs and corti-
costeroids {used in greater than physiologic doses), may reduce the immune response to vaccines. Although no
ific data from studies with pertussis vaccine under these conditions are available, if immunosuppressive
therapy will be discontinued shortly, it would be reasonable to defer immunization until the patient has been off
therapy for 1 month; otherwise, the patient should be vaccinated while still on therapy {see PRECAUTIONS)." If
Infanrixis administered 1o a parson receiving i ive therapy, or a recent injection of immune globu-
lin, or who has an i eficiency disorder, an gic response may not be obtained.
Tetanus immune Globulin or Diphtheria Antitoxin, if used, should be given at a separate site, with a separate
needle and syringe.
- ;
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inog M Impail of Fertility
Infanrix has not been d for carci ic or [
Pregnancy: Pregnancy Category C
Animat reproduction studies have not been conducted with Infanrix. It is not known whether infanrix can cause
fetal harm when administered to a pregnant woman o if infanrix can affect reproductive capacity. /afanrix is not
ded for use in a pregnant woman. Infanrix is not recommended for persons 7 years of age or alder.

Pediatric Use .

Safety and effectiveness of Infanrix in infants befow the age of 6 weeks have not been established (sse DOSAGE
AND ADMINISTRATION). Infanrix is not recommended for individuals 7 years of age or ofder. Tetanus and
Diphtheria Adsorbed For Adult Use (Td is to be used in individuals 7 years of age o older.

ADVERSE REACTIONS

A total of 92,502 doses of nfanrix has been administered in clinical studies. in these studies, 28,749 infants
have received Infanrix as a three-dose primaty series, 5,830 children have received infanrix as a faurth dose fol-
lowing three doses of Infanrix, and 22 children have received Infanrix as a fifth dose following four doses of
Infanrtx. In addition, 439 children and 169 children have received infanrix as a fourth or fifth dose following
three or four doses of whole-cell DTP vaccine, respectively. In comparative studies, /nfanrix has been shown to
be foltowed by fewer of the local and systemic adverse reacti y associated with whole-cel) DTP vacci-
n?tion. However, studies have shown that the rate of erythema, swelling and fever increased with successive doses
of infannix.

ial, or for impai of fertility.

¥ Moderate or severe = cried or protested to touch or cried when leg moved.

**Moderate or severe = prolanged crying and refusal to play or persistent crying that could not be comforted.
§ Rectal temperatures. .

* p<01.05 for the comparison of infanrix and both whole-cell DTP vaccines.

1 p<0.06 for the comparison of /afanrix and whole-celf DTP vaccine-Lederle,

4 p<0.05 for the comparison of Infanrix and whale-cell DTP vaccine-C h

The frequencies of adverse reactions following each dose in children who received infanrix at 2, 4 and 6 months of age
in a US. NIH-sponsored triaf are shown in Table 3, Of the 120 infants who received the three-dose primary series, a
subset of 76 received a fourth dose of Infanrix at 15 to 20 months of a?e‘ Adverse events were actively soficited using
standardized diaries with follow-lip telephone calls made at day 3 by biinded study personnel.

Table %3 Adverse Events {%) Occurring Within the 3 Days Following Vaccination with /afanrixin U.S.
Infants and Children in Which All Doses Were /nfansix = .

Primary Booster
{N =120 infants) {N = 76 children}

Event Dose 1 Dose 2 Dose 3 Dose 4

{2 hs) @ hs) 6 hs) (15t0 20
Local
Redness 16.6 154 263 395
Swelling 125 154 2190 329
Pain* 5.0 5.1 09 10.5
Systemic
Fever (>101°F)t 0.0 038 35 66
Anorexia 75 60 98 18
Vomiting 58 68 35 26
Drowsiness 315 19.7 132 66
Fussinesst 33 1.7 8.8 92

* Moderate or severe = cried or protested to touch or cried when limb moved.
1 Rectal temperatures for primary series; oral femperatures for booster.
+ Moderate or severe = prolonged crying and refusal to play or persistent crying that could not be comforted.

0f 22,505 children who had previously received three doses of nfanrix at 3, 4 and 5 manths of age i the large
German safety study, 5,361 received a fourth dose at 10 1o 36 {mean 20) months of age. Standardized diaries were
available on 2,457 children receiving the primary series and 1,809 children receiving the fourth dose. Local and
systemic reaction rates within 3 days of vaccination for each dose are reported in Table 4. In this study, the rate of
erythema, swelling, pain and fever increased with successive doses of Infanrix.

In angther study conducted in Germany, which was double-blinded and randomized, additional safety data are avail-
able from 13- to 27-month-old children wha received Infanrix (Diphtheria and Tetanus Taxoids and Acellular Pertussis
Vaccine Adsorbed) or whole-cell DTP vaccine, manufactured by Behringwerke, A.G., as a fourth dose. These children

had previously received thres doses of the same vaccine, The rates of adverse events, which were actively soficited

using d diaries, are p j in Table 5. The incidence of redness, swelling, severe swelling (greater
than 2 cm), pain, fever, severe fever {rectal temp >103.1°F), restl loss of appetits, vomiting, drowsi-
ness and unusual crying was lower following vaccination with Jnfanrix d to whale-cell DTP vaccine.

Table 4. Adverse Events (%} Occurring Within the 3 Days Following Vaccination with /nfanrix in
German Infants and Children in Which All Doses Were Infannix

Inthe double’-hlind, randomized comparative trial in Italy, safety data in a three-dose primary series are available for Primary Booster
4,896 infants who received at least one dose of infanrix and 4,678 infants who received at least one dose of U.S.- (N=2,457 infants) (N=1,809 children)
ficensed whale-cell OTP vactine d by C tab fes, Inc.115 Data were actively collected by Dose 1 Doce 2 Dose D
parents using standardized diaries for eight consecutive evenings after each vaccine dose with follow-up telephone Event ose ose 3 ose 4
calls made by nurses after the eighth day. Table 1 lists adverse events reported during the three days after each (3months)  (4months)  (Smanths} {10 ta 36 monthst)
dose. Alt common soficited adverse events were less frequent following vaccination with fnfanrix as compared to Local
whole-celt DTP after each one of the three doses. Redness 89 n6 %5 459
Table 1. Adverse Evauts (%) Occurring Within the 3 Days Following Vaccination of Halian Infants with Radress>2em 00 05 13 138
Either Infanrix or Whole-Cell DTP at 2, 4 and 6 Months of Age Swelling 39 141 185 54
- Whole-Cell S\;‘vellng >2¢em 00 03 13 114
Infanrix DTP Vaccine Pain - 20 28 EX) 83
Dose Dose D%sa Dose Dose Doasa MSV“" ad
1 2 2
No.ofifants | 459 4,580 1505 1578 am 1368 o 04 63 as 13 x4
Lacal 103.1°F . 1 01 11
Rness 48 86 160 274 72 280 Lo 17 o0 b
INess -
2240m 19 13 35 124 73 77 Voo Dpetite & I 52 e
Swelling 52 82 145 29 25 258 omiting - - - -
Swelling Restlessness 103 95 86 158
4om 07 12 29 13 74 80 Unusual Crying 38 43 Al 64
Tk 47 4.0 52 36.0 264 259 Diarrhea 6.0 48 4.0 11.0
Systemic ; May not boe same children as in primary series.
T Mean = 20 months.
2100.4°F* FAl 79 3.0 46.8 36.1 398 1 Rectal temperatures.




Table 5. Adverse Events (%) Occurring Within the 3 Days Following Vaccination with /afanrix or Whole-
Cell DTP (Fourth Dose) in Gorman Children Who Had Received Three Provious Doses of the Same Vaccine

ing the third vaccinatin). Cards from the whole cohort were retumed at subsequent visits and were supplemented
by spontaneous reporting by parents and a medical history after the first and second doses of vaccine, In the sub-
setof 2,457, adverse events followingdthe third dose of vaccine were reported via standardized diaries and sponta-

0 verse events in the remainder of the cohort were reported via repart cards
which were retumned by mail approximately 28 days after the third dose of vaccine. Adverse events [rates per 1,000
doses} occurring within 7 days including those events deemed by investigators as related as well as those felt to ba

ynre{ated o yaecir}aﬁgn inc!ud)ed: unusual crying (0.09), febrile seizure {0.0), afebrile seizure (0.13} and hypotonic-
Rates of serious adverse experiences that are less common than those reported in the German safety trial are

In clinical trials involving more than 29,000 infants and children, 14 deaths in Infanrix {Diphtheria and Tetanus
Toxoids and Aceflular Pertussis Vaccine Adsorbed) recipients were reported. Causes of deaths included nine
cases of Sudden Infant Death Syndrome {SIDS) and one of eah of the following: meal aspiration,

invasive bacterial infection and sudden death in a child greater than 1 year of age. None of these
events was determined to be vaccine-related. The rate of SIDS observed in the large German safety study was
0.3/1000 vaccinated infants. The rate of SIDS in the Walian efficacy rial was 0.4/1000 Infanrivvaccinated infants,
The reported rate of SIDS in the U.S. from 1985 to 1391 was 1.5/1000 five births.® By chance alone, some cases
of SIDS can be expected to follow receipt of whale-cell OTP or acellular OTP vaccine.’s

Rarely, an anaphylactic reaction (.., hives, swelling of the mauth, difficulty breathing, hiypotension, shock) has
been reported after recelving preparations containing diphtheria, tetanus and/or pertussis antigens.1® Arthus-type
h h by severe local reactions, may follow receipt of tetanus toxoid, A few

ing tetanus toxoid admi although the
1o accept or reject a causal relationship.®

A review by the 10M found evidence for a causal relationship between receipt of tetanus toxoid and both

8’#‘:":;2:" neous reporting at a follow-up visit.
Infanrix After After Whole-Cell
Infanrix Primary DTP Vaccine
Event (N=268} Primary {(Nx92)
Local tos of
ggggss: 2am 3%2 4%2 not kaown at this time.
Swelling 224 315
Swelling >2 cm 30 1.6
Pain* 15.7 55.4
Systemic
Fever (2100.4°F)t 269 64.1
Fever (>103.1°F )t 04 43
Restlessness® 123 26
Loss of Appetite* 108 435
Vomiting 34 16
Orowsiness* 104 315
Unustal Crying™ 78 337 y itivity d
* 0<0.0001. cases of p‘erJipberal mono~q¢iuropat’ny hpve)been reported foll
I ﬁ%ggtemperatures. 10 that the was
Cases of edematous swelling, generaly beginning within 48 hours of vaccination and resolvi 9 brachial neuritis and Guillain-Barré Syndrome. %

ty over
an average of 4 days without sequelae, have been reported with /nfanfi® In the German study in which 5,361
children received a fourth dose of Infanrix (Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine
Adsorbed) after three doses of the same vaccine, swalling of the injected thigh was reported spontaneously in 62
vaccinees {1.2%). This swelling was associated with pain upon digital pressure in 53% of cases, with rectal tem-
perature 2100.4°F in 45% of cases, and with injection site redness in 71% of cases {redness of the entire thigh
was reported in 17% of such cases). The mean difference in the circumierence of the thighs in those subjects in
this was measurad (N=17) was 2.2 cm {range: 0.5 to 5 cmi, In 1,803 children for whom standardized diaries

were available, edematous swelling was obsetved in 2.5% of vaccinees.

n cinical studies of Infanrix to date, edematous swelling has been seen only with infanrix as a fourth dose in
Infanrixrimed individuals. In other countries where Infanrix has been licensed, limb swelling has been reported
rarely following administration of /nfanrix at any dose, including the primary series. Edematous swelfing has also
been reported following administration of other acellular DTP vaccines® acellular pertussis vaccine alone {with-
aut DT),® whole-cell DTP vaccine® and other vaccines ¥

Table 6 lists the frequancy of adverse events in U.S. children who receivad infannix(N=110} or U.S -licensed whole-
cell DTP vaccine (N=5! \f d by Lederle Lab ies at 15 to 20 months of age® and in U.S. children who
recaived infanrix{N=115) or U.S -licensed whole-cail DTP vaccine (N=57) manufactured by Lederle Laboratories at
410 8 years of age.™ All children had previgusly received three o four doses of whole-cell DTP vaccine at approx-
imately 2, 4, 6 and 15-18 manths of age. Adverse events were actively solicited using standardized diaries with
fallow-up telephone calis mada at days 1, 4 and 8 by blinded study personnel. Significantly fewer solicited local
and general adverse evants were reported foliowing /afanvix than following whole-celi DTP vaccine when admin-
istered as the fourth or fifth dose in those previously primed with three or four doses of whole-ce!l DTP vactine,

Table 6% Adverse Events (%) Occurring Within the 3 Days Following Vaccination with Infanrix

Administered at 15to 20 Months and 410 6 Years of Ags in U.S. WhoHad P
Three or Four Doses of Whole-Cell DTP Vaccine
15 to 20 months 4106 ysars
Three Previous Doses of Four Previous Doses of
Whole-Cell DYP Vacci Whale-Cell DTP Vaccine
Whole-Cell DTP - Whole-Cell DTP
Infanrix Vaccine Infanrix Vaccine
Event {N=110} {N=55) {N=118) {N=57)
Local
Redness* 3 45 19 4
Redness'
>10mm 5 3 7 26
Swelling 14 % 15* B
Swelling
>10 mm 7 15 8 18
Pain®t 5 # 12 4
Systemic
ver” . :
288.4°F* % 42 23 47
Fevert
>100.5°F 2 2 1 12
Fussiness 3 59 20 30
Drowsiness g* 24" 1 18
Poor Appetite® 9 20 6 16
Vaomiting 2 ] 1 4
* p<0.05.
1 p<0.0001.

1 Oral temperatures.
§ Moderate or severe = cried or protested 10 touch or cried when am moved.

Severe adverse events reported from the double-blind, randomized comparative Italian study involving 4,696
children administered Infanrix (Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed) or 4,678
children administered whale-cel DTP vaccine {manufactured by Connaught Laboratories, Inc.) as a three-dose pri-
mary series are shown in Table 7. The incidence of rectal 2104°F, hypatonic-hy ponsive episod
and persistent crying 23 hours follawing administration of /nfannix was significantly less than that following admin-
istration of whole-cell DTP vaccine.”? Hospitalization rates and death rates within 7 days of vaccination were similar
between Infanrix and DT vaccine recipients.'s

Table 7.7 Severe Adverse Events Occurring Within 48 Hours Following Vaccination with /nfanrix or
Whole-Cell DTP in Halian Infants at 2, 4 or 6 Months of Age

Whole-Cell
Infanrix DTP Vaccine
(N=13,761 doses} {N=13,520 Doses)
Rate/ Rata/
1,000 1,000
Event Number Doses Number Doses
Fever 2104°F* 5 0.38 2 24
Hypotonic-
Hyporesponsive
Episode! 0 ] g 087
Persistent crying .
23 hours® 6 0.44 54 40
Seizures™ 18 0.07 3 0.22
*p<0.001.
+ Rectal temperatures.
1p=0.002.

§ Maximum rectal temperature within 72 hours of vaccination = 103.1°F.
§ Maximum rectal temperature within 72 hours of vaccination = 89.5°F 101.3°F and102.2°F
** Not statistically significant at p<0.05.

In the large German safety trial that enrolied 22,505 infants (66,867 doses of infanrix administered as a three-dose
primary series}, all subjects were monitared for unsolicited adverse events that occurred within 28 days following
vaccination using report cards. In a subset of subjects {N=2,457), these cards were standardized diaries which solicit-
ed specific adverse events that occurred within 8 days of each vaccination in addition 1o unsalicited adverse events
which eccurred throughout the course of the entire trial {from study enroliment untif approximately 30 days follow-

Additional Adverse Reactions Evaluated in Conj with Whofe-Celi DIP Vaccination

Whole-cell DTP vaccine has been associated with acute encephalopathy.? In the National Childhood
Encephalopathy Study (NCES). a large, case-control study in England, children 2 to 35 manths of age with serious,
acute logic disorders, such as phalopathy or licated isionls), were more likely to have
received DTP vaccine in the 7 days preceding anset than their age-matched controls. Among children presumed
to be neurclogically normal before entering the study, the relative risk (estimated by odds ratio of a neurologic
liness occurving within the 7-day period following receipt of DTP dose, compared to children not recsiving DIP
vaccine in the 7-day period before onset of their illness, was 3.3 (p<0.001). The attributable risk for all neurologic
events was estimated to be 1:140,000 doses of DTP vaccine administered. In this study, a causal relationship
between receipt of DTP vaccing and permanent neurclogic injury was suggested 3%

A 10-year follow-up to the NCES demanstrated that children who experience a serious acute neurologic iflness fol-
lowing whole~cell DTP vaccine are at increased risk for chronic nervous system dysfunction or death.# However, the
10M concluded that the results were insufficient to determine whether DTP vaccine increases the overal! risk for
chronic nervous system dysfunction in children, 82

Subsequent studies have failed to provide evidence in support of a causal relat)onsﬁip between DTP vaccination
and either serious acute logic iliness or p injury. 245 The ACIP and AAP continue to
recommend the use of OTP vaccine.

Among a subset of children who were participating in the NCES and who had infantile spasms, both DTP and DT

ion appeared either 0 precipitate early manif of the condition or to lead 1o its identification by
parents.® {OM reviewed this and other studies and concluded that neither vaccine causes the illness 182,64 The
incidence of onset of infantile spasms increases at 3 to 9 months of age, the time period in which the second and
third doses of DTP vaccine are generally given. Therefore, some cases of infantile spasms can be expected to be
temporally associated with receipt of whole-cell OTP or aceliular DTP vaccine by chance atone.

SIDS has occurred in infants following administration of whole-cell DTP and aceliular DTP vaccine. Large case-
control studies of SIDS in the United States have shown that SI0S was not causally related to receipt of DTP
vaoeine.®< it should be recognized that the first three primary immunizing doses of DTP vaccine are usually admin-
istered to infants 2 to 6 months old and that approximately 85% of SIDS cases occur between the ages of 1 and
6 months, with the gzak incidence occurring at 6 weeks to 4 months of age. By chance alone, some cases of SIDS
can be expected to be temporally related to recent receipt of whole-celi DTP or acellular DTP vaccine. A review bz
the t;ommnidttgela[)%f‘g}? 10M concluded that available evidence did not indicate a causa! relation between DTl
vaccine a X

A bulging ft i iated with i d ial pressure, which occurred within 24 hours folowing
DTP immunization, has been reported, although a causa! relationship has not been established. 2%

As with any vaccine, there is the possibitity that broad use of infanrix (Diphtheria and Tetanus Toxoids and Acellular
Pertussis Vaccine Adsorbed) could reveal adverse reactions not observed in clinical trials.

Reporting Adverse Events

The National Childhood Vaccine Injury Act requires that the manufacturer and fot number of the vaccine adminis-
tered be recorded by the healthcare provider in the vaccine recipient’s permanent medical record, afong with the
date of administration of the vactine and the name, address and title of the person administering the vaccine.
The Act further requires the healthcare provider to report to the U.S. Department of Heaith and Human Services
via VAERS the following i ization of any event set forth in the Vaccine Injury Table including:
anaphylaxs or anaphylactic shack within 4 hours, encephalapathy or encephalitis within 72 haurs, ar any seque-
lae thereof (including death).3%¢ [n addition, any event considered a contraindication to further doses should be
reported.

DOSAGE AND ADMINISTRATION

Preparation for Administration .

Shake the vial well before withdrawal and use. The vactine is ready to use without reconstitution. Parenteral drug
products should be i g visually for particulate matter or di priar to admini U solu-

tion and container permit. With thorough agitation, infanrixis a h white turbid ion. Discard if
it appears otherwise. Since this product is a suspension containing an adjuvant, shake vigorously to obtain a
uniform suspension prior to withdrawat from the vial. DO NOT USE I RESUSPENSION DOES NOT OCCUR WITH
VIGOROUS SHAKING. After removal of the 0.5 mL dose, any vaccine remaining in the vial should be discarded.
Infanrix {Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed) should be administered by
intramuscular injection. The preferred sites are the anterolateral aspects of the thigh or the deltoid muscle of the
upper arm. The vaccine should not be injected in the gluteal area or areas where there may be a major nerve trunk.
Before injection, the skin at the injection site should be cleaned and prepared with a suitable germicide. After
insertion of the needle, aspirate to ensure that the needle has not entered a blood vessel.

Do not administer this product subcutaneously.

Primary Immunization

The primary immunization course for children less than 7 years of age is three doses of 0.5 mL, given intramuscu-
farly, at 4- to 8-week intervals [preferably 8 weeks). The customary age for the first dose is 2 months of age, but it
may be given starting at 6 weeks of age and up 1o the seventh birthday. It is recommended that infanrix be given
for all three doses since no interchangeability data on acellular DTP vaccines exist for the primary series. /nfanrix
may be used to complete the primary series in infants who have received one or two doses of whole-cell DTP
vaccine. However, the safety and efficacy of infanrixin such infants have not been evaluated.

Booster Immunization

Infanrix is given for the primary series, a fourth dose is recommended at 15 1o 20 menths of age. The inter-
val between the third and fourth dose should be at least 6 months. At this time, data are insufficient ta establish
the frequency of adverse events following a fifth dose of /fanrix in children who have previously received four
doses of nfanrix.
If a child has received whole-cell DTP vaccine for one or more doses, infanrixmay be given ta complete the five-dose
series. A fourth dose is recommended at 15 to 20 months of age. The interval between the third and fourth dose should
be atleast § months. Children 4 to 6 years of age fup to the seventh birthday) who received all four doses by the fourth
birthday, including one or more doses of whotecell DTP vaccine, should receive a single dose of Mfanrix before
te)‘r:‘t;ging kindergarten or elementary school. This dose is not needed if the fourth dose was given on or after the fourth

irthday.
Additional Dosing Information .
If any recommended dose of pertussis vaccine cannot be given, DT {For Pediatric Use) shauld be given as needed
to complete the series.
Interruption of the recommended schedule with a delay between doses should not interfere with the final immu-
siw achieved with Infanrix There is no need to start the series over again, regardiess of the time slapsed between
joses.

The use of reduced volume (fractionat doses) is not recommended. The effect of such practices on the frequency
of serious atverse events and on protection agains disease has not been determined.?
Preterm infants shoufd be d ding to their chranological age from birth."?
For persons 7 years of age or older, Tetanus and Diphtheria Taxoids (Td) for adult use shauld be given for routine
boaster immunization against tetanus and diphtheria.

{continued)
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Infanrix® (Diphtheria andTeunusToxalds and Aceliufar P is Vaccine Adsorbed) inued

Simult Vaccine A

in clinical trials, Infanvix was routinely administered, at separate sites, concomitantly with one or mora of the follow-
ing vaccines: poliovirus vaccine five oral {OPV], hepatitis 8 vaccine, and Haemaphilus influenzae type b vaccine (Hib}
{see CLINICAL PHARMACOLOGY}.

No data are available on the simultaneous administration of measles, mumps and rubella vaccine (MMR), varicella
vaceine or inactivated polio virus {IPV} with Infanvix.

When concomitant administration of other vaccines is required, they should be given with different syringes and at
different injection sites.

The ACIP ges routine si administration of acellular DTP, OPY for IPV), Hib, MMR and
hepatitis B vaccine for children who are at the recommended age to receive these vaccines and for whom no
specific contraindications exist at the time of the visit, unless, in the judgment of the provider, complete vacci-
nation of the child will not be compromised by administering vaccines at different visits. Simultaneous admin-
istratien is particularly important if the child might not return for subsequent vaccinations.”?

STORAGE
Store infanrix between 2° and 8°C (36° and 46°F). Do not freeze. Discard if the vaccine has been frozen. Do not
use after expiration date shown on the label.

HOW SUPPLIED

Infanrix (Diphtheria and Yetanus Toxaids and Acellular Pertussis Vaccine Adsorbed) is supplied as a turbid white

suspension in vials containing a 0.5 ml single dose, in packages of 10 vials.

NDC 58160-840-11 (package of 10}
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